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™ (57) Abstract: It is intended to provide a substance having an effect of shrinking pores by analyzing the mechanism of making 
—~ pores perceptible and compositions such as a skin preparation for external use which exerts the above effect to thereby make pores 
— imperceptible. As means for solving these problems, there arc provided a parakeratosis inhibitor and a pore-shrinking agent com- 
prising an antagonist to an excitatory cell receptor, for example, a ghitamate receptor such as N-methyl-D-aspartic acid receptor 
or an ATP receptor such as P2X receptor, or an agonist to an inhibitoiy cell receptor such as a r-aminobutyrate receptor such as 
bicucul line-sensitive receptor having the CI" channel therein or glycine receptor, as well as a skin preparation for external use aiming 
"^3 at inhibiting parakeratosis and a skin preparation for external use aiming at shrinking pores each containing such an antagonist to an 
excitatory cell receptor or an agonist to an inhibitory cell receptor as described above. Owing to the effects of inhibiting parakeratosis 
^ and shrinking pores, the skin can be maintained in a healthy state without perceptible pores. 
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Claims 1, 11, 13 and 15 pertain to an parakeratosis inhibitor, 
a skin preparation for external use aiming at inhibiting parakeratosis, 
a pore-shrinking agent or a skin preparation for external use aiming 
at shrinking pores each containing a compound defined by a desired 
property "an antagonist to an excitatory cell receptor" or "an agonist 
to an inhibitory cell receptor" . Although each of the above claims 
involves any compounds having these properties, it is recognized that 
only part of the claimed compounds are supported by the description in 
the meaning as described in PCT Article 6 and disclosed therein in the 
meaning as described in PCT Article 5. 

Even though the common technical knowledge at the point of the 
application is taken into consideration, the scopes of compounds having 
the properties "an antagonist to an excitatory cell receptor" and "an 
agonist to an inhibitory cell receptor" cannot be specified. Moreover, 
it is even impossible to specify the scopes of "an excitatory cell 
receptor" and "an inhibitory cell receptor". Thus, the above claims also 
fail to fulfill the requirement of clearness in the meaning as described 
in PCT Article 6. 

Although the types of "an excitatory cell receptor" and yan 
inhibitory cell receptor" are restricted to a certain extent in claims 
2, 3, 5, 7, 8, 12, 14 and 16, these claims suffer from the same defect 
concerning an antagonist or an agonist to such a receptor under PCT 
Articles 5 and 6 as described above. 

Such being the case, the search was made exclusively on skin 
keratosis improving agents comprising as the active ingredient the 
compounds specifically employed as "an antagonist to an excitatory cell 
receptor" or "an agonist to an inhibitory cell receptor" in claims and 
Examples in the description in page 9 and thereafter. 
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Abstract of JP2003342195 

PROBLEM TO BE SOLVED: To provide a material with a pore reducing function, and a composition for 
an external preparation for skin or the like ameliorating conspicuity of the pore by expressing the functior 
by clarifying the mechanism of conspicuity of the pore. 

SOLUTION: The inhibitor for parakeratosis, and the pore reducing agent comprise a glutamate receptor 
such as N-methyi-D-aspartate receptor, etc., an antagonist for an excitatory cell receptor such as an ATF 
receptor, etc., such as a P2X receptor, etc., a [gamma]-amino-butyric acid receptor such as a CI<SP>- 
</SP>channel including bicuculline sensitive receptor, etc., an agonist of an inhibitory cell receptor such 
as a glycine receptor, etc. The external preparation for skin for inhibition of parakeratosis and the extern* 
preparation for skin for reduction of pore comprising the antagonist for the excitatory cell receptor or the 
antagonist for the inhibitory cell receptor. 
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otfflf*. ftffi*. ^x^u. x 

?-tz>x (Hg$D . •r.Xi'l?©^.^^ ±13 

[0038] 



(5) ^2003-342 1 95 

8 

* [0039] [*isj>micj:z>Mm<Dnmmmtmi 

fc. SB. a^«c««}R. WiKBSS (Balanced Sal 
t Solution) fura 
2-AM*»2uM-CJJBS«B«i«:8MlIU. jS^fc^: 
#T (M*.tX3 7TW3O0) r^+a^aVS 

io *JfT«. ffttttMIMK (BSS) *Jn*.fc. *<D»tt 
■t&K (*U-f>K) Sigfltl/fcRKISflffiK (BSS)4 

ft&JS£(s?HMI!fflK (BSS) ©**»JML. |Hj«© 

iSKil/r«. 340nmr©^7fefil*380niii© 

[0 040] 
[*1 ] 



ttfl*f£ 






0. 051±0. 007 


*W>» (50 uW 


0. 3 0 4±0. 0 3 8 



[ 0 0 4 1 ] $k 1 ©*&£#> 6. &JIS*©!WaWc#-C*£ 

^j/*>A«s*±»s-es) flyfl#jaas*ifc. c©c 
jKS^or^hKiO. Sfltccj:SiHBia©«S* 

[0042] e«*4©am]GABA v yys^x d-^ 

L/. £«CClSDrpH*t*>f4«:iSSl/fc. Sfc. GAB 
A. tJ'J'JWh^B* K (Al-GABASt(*7 
>^3^Xh) . MK-8 0 1, AJ^e-Jl/, Jvi/J* 
ATP. *^3>. PPADS, TNP-ATP 
©. 1 0mM****ra8Wfc. * 

3 0 5f;tH 



58 [0 04 3] [^^bWSflfPffltcK-r^Hl'^TU^ 

s-)l>) £ 1 0 0 uUMiTZ. cv&imim&tciz 
ttm*ismz ioou c©&fp&3 arm 
30 oigu, ^^©fts^f—^fflo-ciMia-ra. c©£ 

m l x^nmmmowL^wm v . i -4 © 4 fapg-ci* 

ffiL/c 3 0%*U-/>iMI«i!(DgS^2(C, 3 
%^-U^>^flT|iSil©*g^^3K7KL/A:. &*J. 3 

##tfc»3. *n-en©ta*tfpffir*4. 

[0044] 
[^2] 



as** (&3%) 


*±Afcm (4ES©¥i%) 




2. 5 


GABA 


1. 5 




1. 3 




2. 0 




3. 0 
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9 



(6) 
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2. 0 


GABA 


1. 5 


GABA+tf^U >;* h^D5 K 


2. 5 


MK-80 1 


1. 0 




1. 3 




1. 3 


ATP 


2. 3 


X^> 


1. 5 


PPADS 


1. 8 


TNP-ATP 


1. 5 



[00461 ^2, 3©Mst^tio, mm±mm^ 

®&-C$>Z>y>l'Zs.>Wt&®i* (NMDASgft) ©T 
3-Xh?*4L-^$S>i«tl-f>S(Cj:5^ 20 
^ftft^St?^. iOl'f 5>i8£Sf* (NMDASS 
{*) ©T>£:J-X hr*iMK-80 liJ^O'D-^ 

[0047] * fc. USttffl Jia^ftT-* SATP§§ 

>KCCi:^^A{b«:.Wt3-&. ATPSgft (P2X 
SSflO ©r>^-XhT*5^7!>, PPADS 
StfT N P - A T P tt* W >H&C J: &*:£;Wb£&# 

[0048] nmmsmg&fc-e&zGA&A 30 

(Al-GABA§g» ©T=f-X h-C&SG 
ABA. A->*-Afc,tOf^y 4W>>«:tlx-f >&{t 
<fc£^:£mb£8c#U GABAfg*(AS-GAB 
A^ffc) ©7Vf^ h^n 
5 F»GABAOtU-f VigKJrS^WbJlpfMfl^** 



c 0 0 4 9 ] «JSflttnia^{*-c*6 
££Hb*3t#o;fc. 

[0050] t(±{C^L/c<t^CC. SStt*ffl!a§S(*0 

>i$cc J; -S^mb^ffliSiJT ■Sffffl*5* £ c i *5hj 6 
[005 1 ] [^^/hftfflKPTSt*!*- ^A.f§tt© 

1 *r® 1 a 2 @s*f4?g?gv ' '} :ztm 

fctfofc. IW?§^(^y"». GABA/ D-iOU£ 

1 ~ 1 3© 1 3f8JS-CfFffil/fc. StKi^©S*©H* 

[0052] 
[^4] 



urn 


JfeJKl^'J*** (n=5©¥i%) 




-1. 2 ! 


GABA 


-1.0 




-0.4 



[0053] H4©i&UI*>6. Pt§tt«:S£?#©7> 



GABA, 
[0 054] felT. 



mmmi ?y-A 



piiW®m$Mwm. ttmA^m&mwmt. or© 

[0055] 



2^a (sts%) 
5. 0 
4. 0 



(7) 
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^ v -t: y y y >Si^f^ 
yy^> 

EJMEH 
^*>£&* 

[0 05 6] (MS) ^>$MK7*Pt»y»j3 

^M2 *y-A 
(#D?) 

y-fey > 

yy-fe y >^yxfr y >®x*tvu 



1 8. 

3, 
1 0. 

0. 

0. 

0. 

mm 
mm 



o 
o 

0 
5 
3 

0 1 



[0 057 ] 

5. 0 



PPADS • 4-T h y^A& 

®5S^*^hy^A 

[005 8 ] (ftffi) -Y*>S£ft*«:5W^*<!:Slil» 

iPPADS-4th y^Ats^m. ttm&?§&?0T7 

13 



0 
0 
0 
0 
0 

1 

2 

0 5 
0 3 
3 



1 0. 
1 5. 
4 1. 

2. 

2. 

0. 

0. 

0. 

0. 

0. 



[0 059] 



<«#) 






2. 5 




1. 5 


?-t?y > 


5. 0 




1 0. 0 


^y^^->x^u> ( 1 0*)l>) */tl/^>lx^f;V 


2. 0 


*yx^U>yya-;l/ 15 0 0 


3. 0 




1. 0 




0. 05 



GABA 

5fte#y 

KM®*** h y 

[0 06 0] (Wffi) ^Wi<D-r*>«8S*«c*jl/jJf*5/ 



F.Goodrich Chemical company) 

0. 5 
0. 4 
0. 0 1 
0. 3 
3SS 

50 tr.;^ y 7-iGABA £^14* y 



b/c (A 



C8) ftffl 2003-342195 

13 14 

fB) o mQ<D4*>&»&lc#Vx*l'Z'#V*->l'l *frC». Affi*toi#*5*1^ri^&fl:U 9Mb»J: 
5 0 0<t h 'Ji^^7;>ai, »S)Slt7 < a^»Stf tc#6 3 0 8 C2r#£PUfco 

o-ccc^o/c <*«> o ffis©j«»*a^b»«N«kWi/r [o o e i ] 

7 0 o CK«o/c (ttffi) . ^cffiKjWHiaA^KBfL^b** 

S5%x.?-)],7)],za—)l 10. 0 

^Ot»?'j3-^ 15. 0 

sj<yt^^x^l/> (5 0^) tU^WI/a-^x-fJl' 2. 0 

*;i/^^t:-W^-* l. o 

(Wante : *7—*frF— ^940, B.F.Goodrich Chemical company) 
^rttV-y 1. 0 

L-r;i/^> o. l 

t?Vi/> 5. 0 

$/WJ^f'J^> 0. 05 

i^l/>$/7^>f h^Ttf-h ♦ Sth'j'i/A' 2* 0. 05 

^;W^"<> 0. 2 

[006 2] (Uffi) -f*>i£gS*K:*-jK#-^9 4 203Kfc<Dft»ttV--y. L -7^^>r*fn3 tfifttb 
0*ifc— {CjgJBU — 9 5%x^y-^CC#U=|-* /Co 
i/x^u> (5 0^1/ ) *U^iUT^3— -r^Sr [0 0 6 3 ] 

<*B5f> SB^S (Stfi%) 
(Affi) 

Jl> (95%) 10. 0 

#y^^^U>(2 0^l/)^^^Ff*^^l' 1. 0 

A>F7 , --;bxWi-7 , ;l/ 0. 1 

y ^;l^^> 0. 15 
<B«) 

7kmtxvy<u o. i 

(Cffl) 

^y-ty> 5. o 

^afU>^'Ja^ 10. 0 

MK- 8 0 1 0.0 3 

^;U^^^>tr^;U^<U^- 0. 2 

(rffipc^S : Jl/940. B.F. Goodrich Chemical company) 

flKR* 813* 

[0 0 6 4] <«tt> a«, cffi**n*n^-cc*» 40* -?fc. 
u cffiKA*B*Jn*Ti5WbLfc. ;xi,>rBffi*ijn*.* [ooes] 



(to*) 




(Si%) 


yy-fey > 


5, 


. 0 


1 , 3 -^^U>^yzi-;U 


3. 


0 




2. 


0 


h y 


0. 


1 




0. 


0 7 




0. 


0 1 


x£y — ;l/ 


5. 


0 



[0 06 7] 



(9) 

15 

#14 

[0066] (S&ffi) x*y-jWc^^l/A^>«!:# 

ms&mi {ttt* 
(^) 
^ y Hz y > 

£>x>^ 
KOH 

rertrfflffiffl? (i, 3-^i/>^y3-;i/aro 

x£y-;U 
#*4 

[0068] <«j£) *WH*K:ffi<D«»*/n*riI*{b * [ 0 0 6 9 ] 
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0. 1 5 
»& 
0. 1 



2. 
5. 
0. 
0. 
0. 
0. 
0. 
0. 
2. 
0. 
0. 



(BS%> 
0 
0 

0 8 
02 
5 

0 1 
0 5 
0 5 
0 

05 
0 2 



2* 



0. 1 





le^s ( 


11%) 




6. 


0 


yy-fey > 


5. 


0 


#«jxf l/>^/y3-;H00 0 


3. 


0 


*y-^ffi 


0, 


5 


^y^^x^uo (2 0t>) v*k* ^*/xt7y>l&x;^;b 


1 . 


5 




0, 


3 




1 . 


0 




0. 


0 5 


^x>& 


0, 


0 7 


^x>$^ h 


0. 


0 3 




0. 


1 5 


#14 


mm 











[0070] mm «**«: i , 3-7?u>?v^ 
-;k y ^ , jx^i/>^'jn-;H0 o o, 

+->x^u> (20^) v;bt^>^yxfry>i* 
1, 3-^i/>^'Jn-;i/ 



★ r*^;k #y**^x^u> (5^) *i"Oi>*:s 
T;l/n-;ux-f*^, ^^U^-O* #f4£Jjn*i§8? 

[0 07 1 ] 

ie^g (si%) 

1 5. 0 
2. 0 
2. 0 



>.r<> * * 



(10) 



17 

TNP-ATP 
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0. 
0. 
0. 
0. 
2. 
0. 
0. 

mm 



0 1 
i 

1 5 
5 
0 
2 
2 



[0 0 7 3] 



1 0. 
5. 
3. 
0. 
0. 
0. 



H E D T A 3 N a 
[007 2] fS^7kCC^U-feU>, 1, 3-^ 

^u>y;j-ik tnp-atp. l-t;M ? ->* 

USSWI 1 0 SUBS? r J/ 3 > 

(#«f> 

ftfiftfbK 
(SttH) 

(*ffi> 
fits* 

i. 3-^u>^i/n-;u 

•» 

[0 07 4] (MS) *ffi*Jn&ffflm -HMc»^» ^^*rc^»ffi«cfcW*^cfi©WateS»«Ccfc4^«<b 

[oo75] *m?z>. T^±mmuni ^ym^bmt Lx<Dmf&* 



1 



1 . 

4. 
4. 



3 
4 
0 
8 
3 
2 

5 
5 
0 



A. 
0. 

3. 



1 



as 



(51) Int. CI. 7 

A 6 1 K 31/255 
31/4035 
31/425 
31/675 



F I 

A 6 1 K 31/255 
31/4035 
31/425 
31/675 



(##) 



(11) 

31/7076 
A 6 1 P 17/00 

43/00 1 1 1 

C72)IH8# »« «- 



4$H2 003-342195 

31/7076 
A 6 1 P 17/00 

43/00 1 1 1 



4C083 AA082 


AA112 


AA122 


AB032 


AB212 


AB232 


AB242 


AB272 


AB352 


AB432 


AB442 


AC012 


AC022 


AC072 


ACL02 


AC122 


AC172 


ACL82 


AC242 


AC292 


AC302 


AC352 


AC402 


AC422 


AC442 


AC482 


AC532 


AC542 


AC58L 


AC 582 


AC621 


AC622 


AC642 


AC791 


AC792 


AC832 


AC851 


AC852 


AC901 


AC902 


AD042 


AD092 


AD162 


AD172 


AD532 


AD601 


AD602 


BB51 



BB60 CC01 CC02 CC04 CC05 
DD22 DD23 DD27 DD31 D035 
EE13 

4C084 AA17 WKOX MA63 UM4 ZA892 
2C422 

4C086 BC10 BC17 BC67 CB07 MA01 
MA04 WK63 NM4 ZA89 ZC42 

4C206 AA01 M02 FA45 JA09 KA01 
MAQ1 m.04 MA83 ZA89 2C42 



